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Amendme nt tn th* glftfaflg 

The following listing of claims will replace all prior versions, and listings, of 



claims in the application; 

1, (Currently Amended) A compound of formula I: 

o 



RECEIVED 
CENTRAL FAX CENTER 

MAY 0 9 20W 




FORMULA I 

or a pharaaaceutically acceptable salt, enantiomer, diastereomer or in vivo hydrolysable 
ester or mixture thereof, ^b^ei fewherein: 

R 1 repr e s e a *3 -is selected from the group consisting of C*.m aryl, C5.10 heteroaryl or C5-10 
heterocycli c groups, said aryl, heteroaryl and hotarooyclyl heterocyclic groups optionally 
substituted with 1 to 3 groups of R^ 

R a represents is selectedirom the group consisting of Cusalkyl, halogen, OHhyd£Q2Q£> 
aryl(C NS )alkyl, (Ci^alkoxy, (Ci-6)alkoxy(Cu)alkyl, halo(Ci^)alkyl» ^tro, amino, 
mono- or di«N<Ci^)alkylamino f acylamino, acyloxy, carboxy, carboxy salts, carboxy 
esters, carbamoyl, mono- and di-N-(Ci*)alkylcarbamoyl, (Ci-^alkoxycarbonyl, 
aryloxycarbonyl, ureido, guanidine, sulphonylamino, aminosulphonyl, (Cu)alkylthio, 
(CM)alkylsulphinyl 5 (Ci^)alkylsulphonyl 3 heterocyclyl, and.heterocyclyl(Ci. 6 )alkyl 
groups : and 

R repreaonta - i s selected from the group consisting of C 1 B alkyl, Cj.^ cycloalkyl, C 3 . 10 
heterocycloaUcyl, C 5-10 heteroaryl, or-and C 5 _ u hotorocyol) 4heterocyclic groups , said 
heteroaryl and heterooyolvl h eterocyclic groups are optionally substituted with 1 to 3 
groups of R a and said allcyl. optionally C ^alkvl groups are substituted with 4-3- Ijto 3 
groups selected from the group consisting of aryl, heterocyclyl, (C^alkylthlo, cyano, 
heteroaryl, guanidino, ((l-aminoethyl)carbonyl)amino, ((aminomethyl)carbonyl)amino, 
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((2-amino)prop-2-yI) carbonyl)amino, acetamido, 4<aminomethyl)phenyl, thio, t-butyl 
sulfonyl, (C^alkenylthio, (C 2 ^alkynylthio, amino, mono- or di-(C lB6 )alkylamino, 
arylthio, heterocyclylthio, (C^alkoxy, aryl(C, M6 )alkoxy, aryKC^alkylthio, cycloalkyi, 
cycloalkenyl, carboxy and esters thereof, hydroxy and halogengjouES. 

2. (Currently Amended) A -Tlie compound according to ekkn-4 
*feefe »claim L wherein R is a heterocycloalky l and all other variables ore aa origi nnll y 
describ e d . 

3. (Currently Amended) A -The compound according to claim 1 
^ke^ficlaim 1, wherein R is a heteroaryl and all other variabloo arc aa originally 
described , 

4. (Currently Amended) A-Ihe_compound according to claim 1 
wherei n claim L wherein R 1 is a phenyl group optionally substituted with 4-4-1 to 3 
groups of R a and R is a heteg s eyekalkyls be hetoroory l -heterocvcloalkvl or heteroand 
group. 

5. (Currently Amended) A -The compound according to ekHa4 
wkefei sclaim 1, R 1 is a phenyl group substituted with 1 to 3 groups of methoxy, halogen, 
methyl, ethyl, propyl, butyl, napthyl, 5-(2-pyridyl)thiophen-2-yl or a mixture thereof, and 
R jsa heterocycloalkyl or heteroaiyl_g£oup. 

6. (Currently Amended) ArJhg_compound according to eteaa-t 
^kh claim L wherein the compound is selected from the group consisting of: 
N ' t butoxy 2(R) [(4 fl uoro - 3 - methylphcnybulfonyl)]amino 3 mothylbu^rom tdet 
N - hydroxy - 2(R) - [( 4 fluor »- 3 mothylphenyl3ulfonyl)]onuno 3 me&ylbutyramid e ^ 
N-t-butoxy-2(R)-[(4-fluoro^^ 

acet amide; 

N4iydroxy-2(R)-[(4-fluoro-3-methy^ 
acetamide; 

N-hydroxy-2(R)-[(4-fluoro-3-methylphenylsulfonyl)]amino-3< 

3 
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cyclopropylbutyramide; a nd from 
compounds provided in t ables 1 and 2 below 



Table! 
O 




Example # 
3 


WW 

r nh 
I X 

N NH2 
H 


RSR 2 


4 




w 

NH 

U 

J"^NH2 




5 


N 


i 




6 


c 


^NH2 


jTY f 


7 


w 

c! 


w 

NH 

11 

>T N NH2 
H 




8 


WW 

HN Y^NH2 
O 




9 


WW 

? 

O 





4 

PAGE 5139 * RCVD AT 519/2007 2:43:13 PM [Eastern Daylight Time] • SVR:USPTQ-EFXRF-3/8 ' DNIS:273S300 * CSID:7325944720 * DURATION (mm-ss):07-36 



MAY. 9. 



2007 2:44PM MERCK&CO 732 



594 4720 



NO. 066 P. 6 



Serial No. 10/509,972 
Case No. 211 HYP 



10 


WW 

{ NH 
^[j NH2 




11 


^vw 

J 

N NH2 
H 




42 


WW 




13 


ww 




14 


WW 

1 

6 




15 


WW 

1 

6 




16 


WW 

1 

6 




17 


WW 

J 

l^,NH2 


S JU. F 


« 


WW 




19 


HN Y^NH2 




20 


WW 





5 

PAGE 6/39 1 RCVD AT 5/9/2007 2:43:13 PM [Eastern Daylight Time] 1 STO: USPTO-EFXRF-3/8 1 DNIS:2738300 * 



CSID:7325944720* DURATION (mm-ss):07-36 



MAY. 9.2007 2:44PM 



MERCK&CO 732 



594 4720 



NO. 066 P. 7 



Serial No. 10/509,972 
Case No. 211 HYP 



21 


HN w ^-.^s^,. 
Y NH2 




22 


www 

r NH 

L X 
N NH2 
H 




23 


J 

r 0 

H 




34 






as 






26 


wwv 

A 




2? 


WW 

-J- 




28 


•AAA. 

nh 
1 X 

^ NH2 


jCO 


29 


J 

HN 

0 A^NH2 




30 




^0' 



6 



PAGE 7139 * RCVD AT 5/9/2007 2:43:13 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-3/8 * DNIS:2738300 * CSD:732MM720 ' DURATION (mm-ss):07-36 



MAY. 9. 2007 2:44PM MERCK&CO 732 594 4720 



NO. 066 P. 8 



Serial No. 10/509,972 
Case No. 211 HYP 



31 


WW 

L T 

N NH2 
H 




32 


WW 

J 

f NH 

L x 

N NH2 
H 




33 


WW 
1 




34 


WV** 

HN^ 

q .^nh2 




35 


J 

N NH2 
H 




JU 


WW 


jCt f 




r NH 

I X 

N NH2 
H 




38 


W>W 

NH2 


JGr F 


39 


WW 

HN^ 

_A^NH2 

O j: 




40 


WW 

r nh 
I X 

N NH2 
.. , H 


A 



7 



PAGE 8139 * RCVD AT 5/9/2007 2:43:13 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-3/8 • DN1S:2738300 ' CSID:7325944720 * DURATION (mm-ss); 07-36 



MAY. 9. 2007 2:44PM MERCK&CO 732 



594 4720 



NO. 066 P. 9 



Serial No. 10/509,972 
Case No. 211 HYP 



41 


vsaa# 

N'T' 




42 


J 

NH2 


CI 

1 

A 


43 


>AAA* 
1 




44 


u 


V F 


45 


«AAA» 

<XmH2 




46 


sAAA* 

J 

L X 

N NH2 
H 


A 


4? 


%AAA> 




48 


«AAA* 

\ 




49 


VHAAf 




[ 50 


WW 

r NH 

N NH2 
H 


CI 



8 



PAGE 9139 * RCVO AT 5/9/2007 2:43:13 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-3/8 1 DNIS:2738300 * CSID:7325944720 * DURATION (mm-ss):07-36 



MAY. 9.2007 2:45PM MERCK&CO 732 594 4720 



NO. 066 P. 10 



Serial No. 10/509,972 
Case No. 211 HYP 



51 






52 


WW 

6 




53 






54 


ww 




55 


1 




56 


ww 

1 

NH2 




57 


WW 




58 


WW 

1 

6 




59 


vwv 

C^NH2 




60 


WW 

< ^ 




61 


WW 

r nh 

N NH2 
H 


XT 0 ' 



9 



PAGE 10/39 * RCVD AT 5/9/2007 2:43:13 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-3/8 * DN1S:2738300 * CSID:7325944720 * DURATION (mm-ss):07-36 



MAY. 9.2007 2:45PM MERCK&CO 732 594 4720 



NO. 066 P. I 



Serial No. 10/509,972 
Case No. 21 11 1YP 





WW 

J 




M j 


r NH 

I x 

N NH2 
H 




64 


WW 

V 




65 


ww 




66 


WW 
1 

6 


CI 

T 

A 


67 


1 

V 


s xx a 


68 


WW 

A 




69 


J 

o 




70 


WW 


C\ 


71 







10 

PAGE 1 1/39 1 RCVD AT 5/9/2007 2:43: 1 3 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-3/8 * DNIS:2738300 * CSID:7325944720 * DURATION (mm^s):07-36 



MAY. 9.2007 2:45PM MERCK&CO 732 594 4720 



NO. 066 P. 12 



Serial No. 10/509,972 
Case No. 21111YP 



72 


WW 

HN V^NH2 
II 

0 




73 


Ww 

^ N Y^NH2 
O 




74 






7* 


WW 




76 


WW 


* 


77 


WW 

L X 

N NH2 
H 


\-< s >-ci 


78 


WW 

1 

6 


CI 

1 

A 


79 


WW 

1 

6 






WW 

J_ 




S4- 


WW 





11 



PAGE 12/39 4 RCVD AT 5/9/2007 2:43:13 PM [Eastern Daylight Time]* SVR:USPTO-EFXRF-3/8 * DNIS:2738300 * CSID.7325944720 * DURATION (mm-ss):07-36 



MAY. 9.2007 2:45PM MERCK&CO 732 594 4720 



NO. 066 P. 13 



Serial No. 10/509,972 
Case No. 211 HYP 



83 


ww 

J 

X 




83 


WW 

J 

X 




84 


WW 

1 

6 




85 


WW 

1 

A 




86 


WW 




87 


J 

r 

CN 




88 


V 




89 


WW 

J 

^NH 




90 


WW 




91 


WW 

1 

6 




93 







I- - 

12 

PAGE 1 3/39 1 RCVD AT 5/9/2007 2:43:1 3 PM [Eastwn Daylight Time] * SVR:USPTO-EFXRF-3/8 * DN1S:2738300 * CSID:7325944720 * DURATION (mm-ss):07-36 



MAY. 9. 2007 2:45PM MERCK&CO 732 594 4720 NO. 066 P. 

Serial No. 10/509,972 
Case No. 211 HYP 



9Z 






94 


ww 




95 


VWV 

■H T 




96 


W*W 

h ; 

O 




97 


WW 

1 




9* 


WW 


CI 


99 


^ww 

T NH2 




100 


[ \ y 

HN Y^NH2 

o 




101 


WW 


N Xr F 


102 


WW 

0 


n jcx 



13 



PAGE 14/39 ' RCVD AT 5/912007 2:43:13 PM [Eastern Daylight Time] * SVR:USPTO-£FXRF-3/8 * DNIS:2738300 ' CS1D:7325944720 ' DURATION (mm-ss):07-36 



MAY. 9.2007 2:45PM 



MERCK&CO 732 594 4720 



NO. 066 P. 1 



Serial No. 10/509,972 
Case No. 21 11 IV? 





ww 


Y F 


104 


ww - 

CjJ H2 
T 


r Cr F 


105 


ww 






J 




107 


WW 

J 

I A 

N NH2 
H 




108 


Oj 




109 


WW 




110 


A 




111 


WW 

0 




443 


WW 


iQC F 



14 



PAGE 15/39 * RCVD AT 5/9i2007 2:43:13 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-3/8 * DNlS:2738300 * CSID:7325944720 * DURATION (mm-ss):07-36 



MAY. 9.2007 2:46PM MERCK&CO 732 594 4720 



NO. 066 P. 1 



Serial No. 10/509,972 
Case No. 21U1YP 



113 


WW 

. Sr 


0 

it 


vXX 


444 


4 


WW 


CI 
T 




A 


US 


WW 

zk 




446 


WW 

zk 




117 


1 


WW 

6 




118 




W>A» 




119 


WW 

A 




120 


w"w 

HN^ 




4S4- 






122 


WW 

^NH2 


CI 

A 




WW 




434 


WW 

-t- 





15 

PAGE 1 6/39 1 RCVD AT 5/912007 2:43:13 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-3/8 * DNIS:2738300 " CSID:7325944720 ' DURATION (mm-ss):07-36 



MAY. 9.2007 2:46PM MERCK&CO 732 594 4720 



NO. 066 P. 1 



Serial No. 10/509,972 
Case No. 211 HYP 



125 


OJ 




126 






127 


NH2 


J 




10(0 
Tsw 












130 


6 




434 






132 






133 


<V\W 




134 


WW 


/ 




135 








136 


•wv\ 

HS^ 




43? 




v s ^ cr 



16 

PAGE 17/39 * RCVD AT 5/9/2007 2:43:13 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-3/8 * DNIS:2738300 * CSID:7325944720 * DURATION (mm-ss):07-36 



MAY. 9.2007 2:46PM MERCK&CO 732 594 4720 



NO. 066 P. 1 



Serial No. 10/509,972 
Case No. 2111 1YP 



138 


WiA 

_ 1 

V 

F 






«vw\ 

-4- 




449 






140 


H 


JX 


141 


AAAA 
*T Ik III 

r nh 

I x 

N N NH2 
H 




142 








WIA 

1 


CI 


143 


cr 


A 


144 










Table 2 




HCv 


O 

II H 

CT ^R 2 

1 


Example # 






146 


6 


Me 



17 

PAGE 18^9 * RCVD AT 5/9^2007 2:43:13 PM (Eastern Daylight Time] * SVR:USPTO-EFXRF-3/8 * DN1S:2738300 * CSID:7325944720 * DURATION (mm-ss):07O6 



MAY. 9. 2007 2:46PM MERCK&CO 732 594 4720 



NO. 066 P. 19 



Serial No. 10/509,972 
Case No. 211 HYP 



147 



Me 



148 



Me 



149 



150 




Me 



H 



151 



Me 



152 



153 




Me 



Me 



and pharmaceutical^ acceptable salts, enantiomers, diaotcroom o rg o r in diasteyeomers, in 
vivo hydrolysable esters o ^and mixtures thereof. 

7, (Currently Amended) A rThe compound according to claim 6 
wbi ^laim 6. wherein the compound is selected from the group consisting of: 
N t butoxy 2(R) [(4 fluoro 3 methylphonylaulfonyl)] amino 3 mcthylbutyramidc; 
N hydroxy 2(R) [(4 fluoro 3 methylphcnylgulfonyl)]amino 3 methylbutyrcunide; 
N-t-butoxy-2(R>[(4-fluoro-3-methylphenylsulfonyl)]amino-2-^ 
acetamide; 

N-hydroxy-2(R)-[(4rfluoro 
acetamide; 

N-hydroxy-2(R)-[(4-fluoro-3-me1^ylphenylsu^ 

cyclopropylbutyramide; and pharmaceutically acceptable salts, enantiomers, 
diost e r e oniGrs or in diastereomers. nr vivo hydrolysable esters e^andjnixtures thereof. 



8. (Currently Amended) A -The compound according to claim 7 which 
i sclaim 7. wherein the compound is selected from the grou p consisting of: 
N hydroxy 2(R) [(1 fluoro 3 methylphonyl3ulfonyl)]amino 3 roothylbutyromido; or 
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N-hydroxy-2(R)-[(4-fluoro-3-methylph^ 

acetamide; and pharmaceutical^ acceptable salts, enantiomers, diastorootncra or in 
diastereomers. in v ivo hydrolysable esters Q pand mixtures thereof. 

9. (Currently Amended) A composition a ccording to claim 1, comprising a 
compound of formula I according & cjajm 1 nr\A a pharmaceutically acceptable carrier. 

10. (Currently Amended) A memod of inMbiting Ae-activity of lethal ftctor 
(LF) released from bacterial in a mammal comprising qdminigtration mammal, the 
method comprising; 

administering t o a patient in need thereof a therapeutically effective amount of a 
compound of structural formula I 




FORMULA I 

or a pharmaceutically acceptable salt, enantiomer, diasteieomer or in vivo hydrolysable 
ester or mixture thereof, wherein, 

R 1 repres e nt s - i s selected from the proup consisting of G un aryl, Cs-io heteroatyl W^nd 
C5.10 heterocyclic_gXQU£S, said aryl, heteroaryl and heterocyclic ftroupsh e terocyclyl 
optionally substituted with 1 to 3 groups of R*Ri 

R a represents i s selected from the group consisting of C i^alkvl. halogen, OH, 
aryl(Ci.6)alkyl, (Ci- 6 )alkoxy, (Ci. 6 )aIkoxy(CM)alkyl s halo(C w )alkyl, nitro, amino, 
mono- or di-N-(Ci^)alkylamino, acylamino, acyloxy, carboxy, carboxy salts, carboxy 
esters, carbamoyl, mono- and di-N-(Ci^)alkylcarbamoyl, (Ci^alkoxycarbonyl, 
aryloxycarbonyl, ureido, guanidine, sulphonylamino, aminosulphonyl, (Ci-6)alkylthio, 
(Ci.«)alkylsulphinyl, (Ci.6)alkylsulphonyl, heterocyclyl, andJtteterocyclyl(Cu)alkyl 
grou ps; and 
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•R rcpronctitg - is selected fr o m the group consisting of C . « alkyl, C 340 cycloalkyl, C 3 . 10 
heterocycloalkyl, heteroaryl, or C 5 . n heterocyclyl, said heteroaryl and heterocyclyl 
groups are o ptionally substituted with 1 to 3 groups of & a -^Eland_said aU^ 
nptinnnHv C ^alkvl groups are substituted with 4- 41 to 3 groups selected from the group 
consisting of aryl, heterocyclyl, (CiJalkylthio, cyano, heteroaryl, guanidino, 
((l-ammoemyl)rabonyl)anuno, ((arninomethyl)carbonyl)amjno, ((2-amino)prop-2-yl) 
carbonyl)amino, acetamido, 4-(aminomethyl)phenyl, tbio, t-butyl sulfonyl, 
(C^alkenylthio, (C^alkynylthio, amino, mono- or dMC^alkylarnino, aryltbio, 
heterocyclylthio, (C^alkoxy, aryl(C,^)alkoxy, arylCCj Jalkylthio, cycloalkyl, 
cycloalkenyl, carboxy and esters thereof, hydroxy and halogen groups. 

1 1 . (Currently Amended) A -The m ethod according to claim 11 
whajoi n claim 10. wherein the compound is selected from the group consisting of: 
N t butoxy - 2(R) - [(1 fluoro 3 m e thylphonylaulfonyl)] amino 3 momylbutyramidej 
N hydroxy - 2(R) - [(4 fluoro 3 methylphcnylaulfonyl)] amino 3 mamylbutyramido; 
N-t-butoxy-2(R)-[(4-fluoro»3-n^ylph^ 
acetamide; 

N-hy(koxy-2(R)-[(4-fluoro-3~me%lphenylsulfonyl)]ami^ 
acetamide; 

N-hyo^xy-2(R)-[(4-fluoro-3-methylphenylsdfonyl)]ainino-3-(S)- 
cyclopropylbutyramide; and from 
compounds provided in t ables 1 and 2 below 
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andphaimaceutically acceptable salts, enantioraers, dk atereomcrg or in -diastereomers. i 
vivo hydrolysable esters e^andjaixtures thereof. 
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12. (Currently Amended) A-TTjgjnethod according to ekum 11 
^et«^lainJl_2tois the compound is selected from the group consisting of: 
N t butoxy - 2fo) [(4 fluoro - 2Hn^iyl]3hcnyloulfonyl)3ainiiio 3 mcmylbutyrauiidc; 
N - hydroxy - 2flQ 1(4 fluoro 3 mfithv1 p 1™n^df™ y i)] nTninn ? mc t hylbuty r am i dc , 

N.t-butoxy-2(R>[(4-fluoro-3-memylphenylsulfonyl)]ammo-2 
acetamide; 

N-hyaroxy-2(R)-[(4-fluoro-3-methylphenylsulfonyl)]am^ 
acetamide; 

N-hydroxy.2(R)-[(4-fluoro-3-memylphenylsulfonyl)]amino-3-(S)- 
cyclopropylbutyramide; and pharmaceutically acceptable salts, enaotiomers, 
d j a otereomoro or in diaste^omers, jn v ivo hydrolysable esters w^nuxtures thereof. 

13. (Currently Amended) A-Jhejnethod according to claim 12 wherein 
claim 12, whereint he compound i s selected from the group ftonskti^ 
N hydroxy 2(R) [(4 fluoro 3 mefovlphonybi ilfnn y l) ] n m i no 3 mctkylb ut y ioiu ido , ui 
N-hydroxy-2(R>[(4-fluoro-3-memylphenylsulf(myl)]ammo^ 
acetamide; and pharmaceutically acceptable salts, enantiomers, diaotorcomera or in 
diastereomerg, in. vivo hydrolysable esters w-and_mixtures thereof. 

14. (Currently Amended) A-;TJbemethod according to claim 10 
^efeigejaim 1Q, wherein said administer^ fjuther commit administering the 
compound of formula I io combincd i n combination with one or more known drugs 
selected from beta-lactams. aminoglycosides, inhibitors of beta-laotamase, renal tubular 
blocking agents and inhibitors or metabolizing enzymes, N-acylated amino acids. 

15. (Currently Amended) A-Jhemethod according to claim 14 
v&eFeiftclaim H, wherein the known drugs are selected from the group consisting of 
imipenem, meropenem, vancomycin, cilastatin, cefoxitin, penicillin, clavulanic acid, 
probenecid, tetracycline, ciprofloxacin, and norfloxacin or a mixture thereof, wherein 
when imipenem is used as a drug it is used in combination with cilastatin as 
PRIMAXIN®. 
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